. Neither hAPP/A overexpression nor tau ablation affects the velocity or length of mitochondria. (A-C) The velocity of mitochondria moving anterogradely (A) or retrogradely (B) and the length of mitochondria (C) within axons were measured in primary hippocampal neurons from mice of the indicated genotypes. Kruskal-Wallis ANOVA and Dunn's test revealed no differences among genotypes for any of the parameters analyzed. n = 31-41 axons from three to four mice per genotype from three to six independent sessions at DIV 10-14. Plots show individual measurements, medians, and interquartile ranges. Figure S2 . Characterization of GSM and A 1-42 aggregates. (A and B) Neuronal cultures from hAPP-J20 mice were treated with a GSM (BMS-893204; 100 nM final concentration; Boy et al., 2013) , a -secretase inhibitor (GSI; avagacestat ; 100 nM final concentration; Albright et al., 2013) , or vehicle (DMSO; 0.001% final concentration) from DIV 1-14. Levels of full-length hAPP (8E5 antibody), hAPP C-terminal fragments (CT15 antibody), and actin were measured by Western blotting. (A) Representative Western blot. (B) Quantitation of hAPP levels. The GSM treatment did not alter fulllength hAPP levels. C-terminal fragments were below the level of detection in vehicle and GSM-treated hAPP neurons and were only visible in hAPP neurons that had been treated with a -secretase inhibitor (A). n = 6-12 wells from six hAPP-J20 mice for each condition. Data are means ± SEM. (C and D) After 24 h of incubation at 4°C, A 1-42 preparations were analyzed by Western blotting with the anti-A antibodies 82E1 and 6E10 (C) and by atomic force microscopy (D). Representative Western blots from single gels (A and C) were scanned and digitally arranged. Bar, 1 µm. The microtubule-depolymerizing agent nocodazole (Nocod; 10 µg/ml final concentration for 1 h) was used as a positive control and reduced acetylated tubulin in Tau +/+ neurons without affecting tubulin polyglutamylation. n = 8-16 wells per condition from three to five independent experiments at DIV 14. **, P < 0.01 versus corresponding vehicle (Kruskal-Wallis ANOVA, Dunn's test). Data are means ± SEM. Video 1. Primary hippocampal neurons from wild-type mice were transduced with lentivirus expressing scrambled shRNA (shScr) and EGFP on DIV 0 and transfected with a mitochondrial marker (mito-RFP) on DIV 6. On DIV 14, live images of mitochondrial transport in axons were acquired by time-lapse microscopy using a spinning disk confocal unit (CSU-X M1; Yokogawa) with 40× objective inside a 37°C incubation chamber with 5% CO 2 . RFP was illuminated using a 561-nm laser. Frames were taken every second for 2.5 min.
Video 2. Primary hippocampal neurons from wild-type mice were transduced with lentivirus expressing anti-Tau shRNA (shTau) and EGFP on DIV 0 and transfected with a mitochondrial marker (mito-RFP) on DIV 6. On DIV 14, live images of mitochondrial transport in axons were acquired by time-lapse microscopy using a spinning disk confocal unit (CSU-X M1; Yokogawa) with 40× objective inside a 37°C incubation chamber with 5% CO 2 . RFP was illuminated using a 561-nm laser. Frames were taken every second for 2.5 min. 
